. Interrogation of the 6 Myrf enhancer candidates by CRISPRi in Oli-neu cells For each sgRNA, the mean and standard error are shown. *p value < 1.2 × 10 -2 by two-sided unpaired Student's t test corrected by the Bonferroni procedure (comparison with Scr2). Scr1 and Scr2 are two nontargeting negative control sgRNAs. The number of biological replicates is 4 for EC1, EC2, and EC3 and 3 for EC4, EC5, and EC6. In this screen, the CRISPRi score 0 means no effect on the expression of the respective gene. Negative scores mean negative expression. These plots were generated by using the data downloaded from the journal website (http://science.sciencemag.org/content/354/6313/769.long; Science (2016) 354:769). It reveals that epigenome editing by dCas9-KRAB is highly specific, even in promoter upstream regions and gene bodies. Figure 5A ), EC1 (by 5 in Figure 5B ), EC2 (by 4 in Figure 5B ), or EC1&2 (by 5 and 4 in Figure 5B , respectively) decreases Plp1 expression in primary mouse OLs. Scale bar, 50 µm. The signal from each fluorescence channel was 
-2 by two-sided unpaired Student's t test corrected by the Bonferroni procedure. The distribution of Plp1 signals for EC1 and EC1&2 is also shifted downward, but not statistically significantly. The cumulative binomial distribution function revealed that CRISPRi silencing of EC1 and/or EC2 impairs a high level expression of Plp1, as defined by > 500 AU. *p value < 2.4 × 10 -2 after correction by the Bonferroni procedure. (B) The same samples were analyzed to determine the impact of silencing EC1 and/or EC2 on the morphological maturation of differentiating OLs. Other branches mean all branches except for primary ones (i.e., secondary, tertiary, and so on). Comparison with Scr1 showed that CRISPRi silencing of EC1 significantly decreases the number of other branches. *p value < 3.1 × 10 -2 by two-sided unpaired Student's t test corrected by the Bonferroni procedure. Since there is a downward trend for EC1 and EC1&2 for the number of other branches and combined branch length, we also analyzed the samples by the cumulative binomial distribution function. It revealed that CRISPRi silencing of EC1 and EC1&2 significantly decreases the number of other branches and combined branch length. *p value < 9.8 × 10 -3 after correction by the Bonferroni procedure. Importantly, however, we did not observe any effect in the Pro and EC2 samples, even though they exhibited a much bigger drop in Plp1 expression (panel A). Thus, the morphology results are inconclusive, and we are unable to reject the null hypothesis that Myrf knockdown by CRISPRi silencing EC1 and EC2 does not impact the morphological development of differentiating OLs. Figure  5A ), EC1 (by 5 in Figure 5B) , EC2 (by 4 in Figure 5B ), or EC1&2 (by 5 and 4 in Figure 5B, respectively) downregulates CC1 signals of OL lineage cells in the mouse brain. Scale bar, 20 µm. *p value < 2.9 × 10 -19 by the cumulative binomial distribution function corrected by the Bonferroni procedure. (D) The uncropped brain section images for panel C. Scale bar: 50 µm.
